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mm sft^ov^te, mm\^&-tz> ^t^zmfefc y ^ %m^xm 

v n t± > r * fr+ 5 ttNN * f #B£^ ^ K t <d as US v ^ £ ^ 3*1$ $ ft 

fc ['V ir^T % X h y — (Biochemistry), 16, 4426, 1977, if • — 
;V • • <^ Y ]) — (The Journal of Biological 

Chemistry), 254, 4000, 1979] 0 'b£M&V? 

& v ^ ifg £ # 1" 5 - t is Htc ls*sC % x Y V - 

(Biochemistry), 20, 5894, 1981] G 
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a-D-^V^=I-^^M-r-5^i»^tlTV^-5 [if • S?-*— Tvl' • * 
"? • /^-f^-a • ^Sl* b U — (The Journal of Biological Chemistry), 

268, 7668, 1993] c Sfc, LCA N -^U a V K^ti©T^^7^y|-f 

/n^ Kl/— h • Uf-^-f- (Carbohydrate Research), 40, 111, 1975 N # — # 
VU— h ' yf—^ (Carbohydrate Research), 110, 283, 1982] „ 

U^U^^bv effete, W^fc}«II#5t^A,f^^Kil/^^V 

(Nature), 264, 415-420, 1976] 0 
/± (Nose) t77P^ (Sepharose) £Bf£}c LCA £ @ L fc # 

tfelW/D hW» (12-6 &BJ3&) X^mZ&fcMftO^VX IgG2a 

MM <d $M<4k * WB? 6 H&l t? fe 5 * v 4 y y =- v & » £ fc %. k ^ :/ 

y K— ▼ 12-6 iM$£tg*U IgG2a ^^^7 ^ n— tvHjLft: £ £jg £ ii\ 

LCA @^-fe7Tn-^^9^(ciiJf L7t£ */^n— *vv 
^t^*7^lc^^-ti:S^^^T*#/c 0 L^L&^fes itite^?* IgG2a 
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tbJLfcfcJ&ir^fg&ti/rV^ [-f • V^~~t;V • ^ . A/ pi?— (The 
Journal of Immunology), 145, 910-914, 1990] 0 

Wfctttt#ft#f§*lliai*#j&tt (£1T, ADCC 
IfflMW^'l* (UTs CDC £ t> <S1B1~ <5 ) 

*S±#*f 5 Cli [*I/^a5-./fA;D v 5 — (Molecular Immunol. ), 32, 
1311, 1995 ; W098/58964L W>Vf<£> Fc ft©^t^f^y^ YhT±f-/V^ 

;v^z^w&mm^-mi£nn^z> n t j; 5 N ^© adcc ^^±#-1- 

(W099/54342) % i'T/V^O^lr&Jtt ^-frS £ fcftT*<D$fe&&ft$i 
E^-f ^ ■* — • ^"T- 9 J tt i?— (Nature Biotechnology), 17, 
1116, 1999] Jfe^ftjfetl/TV^So r*Lfe©jgttfcffiH"t"*«f 
flMJBtfctfBU ADCC CDC Jgttfc£©:n:7:c**HSte, 

(Glycoconjugate Journal) , 15, 929-934, 1998] G ZfliZ'T? <D <D&$i 

%mtLT\*, istf-i/fc&Z) ^fy/dy hifcasjEv^jvcv^a*, ^ 
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fc*s*e#5, #«^Bj(D^(^j: <9it^$n7t adcc jgttasrtv>trifcH\ * 

#389!ttOT<z> (l) fr»£> (21) 

(2) %mt>K ti-?V 3 5/KJjf'^*HlT**>5, ±IB (1) I5«0^& 0 

±m (i) mffiojffeo 

(5) Vt*f-Vft, ay^r/A, /J^K^V^^^ 

v^fytfes^ ±IB (4) IBfcO^fe, 

(6) mm^n vM^^-r ^mM^K ^mtm^^x^^^t^mnt 

±S3 (1) !B*J©;*r&, 

(7) #^ttfii©#y^-"ejfcs-^* < KN»^i"S. -we (6) c*t 
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(8) /bftm^^^^ft^^^^^^f^ Ei&mfefc&tift*? 

(14) Hbjctt^BvhjSfifrlC, ^-/l^S^LTl^ -b|5 (13) IB 

(15) ±15 (D~(i4) m^frfa 1 ^rafc^^fe^m^^T, j^n 

(16) tftfto&Sfc h IgG ,T?fe5> -hIB (1)~(15) ©lvf*U&> 1 ^f-lBtt©^ 

(17) t J> IgG Wzffyxft IgGl ±flB (16) 8Bii©*«fe. 

(18) _LfE (1) — (17) ©ivftufc 1 «^lB*fe©^T'H^$ttfc^^^r 

(19) intffc&Sfc MgGT'fcS, ±12 (18) |Ei$£>g|I 0 

(20) t MgG©f"^9^as IgGl TfeS. _t!B (19) fE*fc<£>i§l£o 

5 



1 



WO 02/30954 



PCT/JPOl/08715 



(21) fam^&irzmMfcM^M*m%%-fz>vowzm^z> - 1 &mkt 

V> CDC fStt^fc}* ADCC -f 5 - £ ^E5*i"^o 

%L**7%iW (Proc. Natl. Acad. Sci. , U.S.A., 81, 6851, 1984) ^fcfct: 
YWfeffi&Vkfem®, (^T^ CDR i*|Bi-5) ®mHW (Nature, 321, 522, 
1986) fr^&tf bftSo 

bfcU £ b< 7*^ IgGl t h IgG xh% Q 

fcfto) Fc ^(cfi, n-^ y n KI£^$^ftm©fi$lK: 1 

frffi1r^&1-Z>mMi%%^X^^<DX\ ^l^fefcD 2*<7)«^^ 

^tbsv^^sn^t^^tvso'e, li^c^ts 2^©N-^y km 
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±Siaff2-6±Galj8 1 -4GlcNAc;8 1 -2Manar l ±FucQf 1^ 

V 6 
±GlcNAc£ 1-4 Man£ 1 -4GlcNAc|8 l-4GlcNAc-(Asn) 

t 

±Siaa2-6±Gal£ l-4GlcNAcj8 l~2Mana V 

(I) 



*ym<D3o\z±%\ltStiZ> 0 ±VfftKft&1rZ>m%t gH4*ftt N-TU 
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gvw-fy ^ N-^y ^ y 7 5 yfil (£iT, Neu5Gc tteia-t-s) 

GlcNAc iB&SBf- 5) ^N-7tf^?^bf5Wi^ ^'Itlfte ^> =* - * > 
Man Of K 

J ManjS l-4GlcNAc)8 1 -4GlcNAc-(Asn) 

Man df K 



ti^i»^tSSIitTil Vyy W^St ftfti^ffll 
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^fyiLTIi, T-^S (£& Jack bean, Conavalia ensiformis) 
to^y^t/ijyA (Concanavarin A: OT ConA t ^IBf 5 ) , 'b%M& 
Wheat germ, Triticum vulgaris) S^O/J^K^l/^ ^ (UT 
WGAi^lB-TS), Wi/XV^ (J^%> Lens culinaris) S^LCA, 
J (qfefc Phaseolus vulgaris) &M<DJ V>fW * V? E 4 (OT, PHAH3 4 
£^1B1~3), t^S Caster been, Ricinus communis) &5|5<£>fc: 

ConA {t, ce-D-^iX/— a-D-^Vl^ — X £fgffH-3 0 N-^ y V KjS^ 

GlcNAc <fc V) ffi < 3 0 

^-f-fer^T^:/^ GlcNAc ^tt, JnfHtf)^ (I) ICfclvt, j31,4 fe&^Zs 
J — *3»tef£^LTV^ GlcNAc ^rtg-f-o 

LCA ft, a-D-N'y;-^, a-D-^;V3-^«f5, N-^U=iiXK^ 
Iff^T*^^};!^^ GlcNAc WkWiC L-7n^^ a l,6 j^bfclf 

PHA-E 4 &, 2 #g(, 3 *iOT^^7^^i»il^t, /Mir^x 
4 > >T GlcNAc £ V) < § o 

RCA«, $--Jhtf5? h-*&IB»U 5£*iSfz: 0 h-^Sr^ 
0-^y n>> K»^«R*fc«:N-^!J3i/ K*££**fcite£-t5. 

] — ^ /S 1-4GLCNAC #BiSr^« 3^l/j/^ *MII§i&U33&V>B¥Pt£ 
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T*fo5Fab, Fab\ F(ab) 2 , (Science, 242, 423, 1988), 2 StfWb 

"iMMMWift (Nature Biotechnol. , 15, 629, 1997), v?*/^^ \?tfL&m}i 

K^S'fbnJ^^ifJt) (Molecular Immunol., 32, 249, 1995), 
CDR^^tf^y^K (J. Biol. Chem. , 271, 2966, 1996) ftWfclf htl%> 0 
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:*W3fc#tt5gffa©ffiKfc LXtt, CDC jgtt, ADCC jgHtJ&^ft:©^^* 

cdc ^m^^^tc^m^m^^Lxmmm^m^^^ 

S«fc5fc#<^&It!*"t-So ADCC^ttitt, tt^J^fc^ Lfcffcft;^ 
Fc iNM^ ^f-a^v^HRaJS, ^M$tlfc^^D7 

5-^©i7i^^- *MS*IS±fc#&-*-.5 Fc ^^-©^fcrfrLT 

^±fc&tffcBrM©ttSm> Sifr©^ri-5*MK#aSH:jaHt"5. ftfr© Fc 

fWifcfc^-T S*S8lflKitfS, 3155**0 GlcNAc — a 1, 6 

fcfcv>JNMfi& /Mt^r^^ GlcNAc SrWi"5IWR#5iT?*>5«l^sjl5 

ADCC igtt#«V\, Sfc, Fc ««|C*S^««iWBt#, 

adcc sh4^*v\ ^T^M<D^m%m\i£tt^wm%^i-%m£i)m^te 
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(i) v?^?v^ytfyys<—\z.&z>mM 

RCA^&tf kft, #?£L< teRCA120/5*fctf bftSo 

BlfM^tt«^ adcc *3;fcte/^ 

GlcNAc ^fpfe^^-r^l/^^l/^ffiV^^ri^T^^o :7=-*fc$ifn'|4& 
^1rZ>V?J->h LTtt, LCA tfSfcffbft, £P£L<J3 LA-LCA4 (MVa 
~#l^-^ 3 i4±$l) ^fctfibft^o ~fe ^ TV ^ GlcNAc (C^fP'|4^ 
tSl/^fytLtlt WGA, PMHE 4 & W fctf b ft, 0£L<te LA-WCA4, 
LA-PHA-E 4 (nW^V 3 ^ ^ayft® #Sfcffbft5o 
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<i~yj yf-jtisT**-}* (fluorescein isothiocyanate) , M#!7iMf^V^- 
*r*S?—' £ (horseradish peroxidase) ^T*«$tLfcW^ ^SrJB^T, K 
V Y7vy h & [7t!)f-f*/V'/^t^^ r 0 (Analytical 
Biochemistry), 204(1), 198, 1992] ^^^^Pybife [feE^OSIil 
fcW3fc/3L 155, 1994] ^&*T 5 - £ \Z X *) , *S#ttfl>fc3 ^ 

latent? s #?Aa>fcfctiTuc<vv»^#*>£- 0 -£cd|§^ jgatift©*Fat&4: 

l^^^V^P^f^77>f-^V>S^9^iUT^ JMfcftfcfiiU HiTrap 
ConA N HiTrap Lentil Lectin (LCA) „ HiTrap Wheat Germ Lectin (WGA) \ (£k 
±, Pharmacia ft^fcfrf £>*l5 0 titfe* Wlto&O&ft 

- i£kT, HPLC t^lBi-5) ^^fA^lt^^it -flSiOliI^ftW 
5 HPLC i/^^is-Cfctb^V^^S^OT?^ iV\ #Ix.kJ N LC-6A (Shimadzu |± 

It) fcifaS&tf&ftS. 

HPLC Al:^ Lfct^S©- M^^-to mMWfe, 10~100mmol/l 

h v x-mmmmm, io~ioommoi/i mit-mm- h v v&wfmftz&M^ 

5„ pH n 7~8 5@g©K* s ©*UV\ £1% 10~100mmol/l MJ^-«« 
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Wi$i1t\$ 10-lOOramol/l mm-&Wtv~ b V 7 ^MffiWJ: ¥<D®MMffiWiX«* 7 
A&*£fc¥IWfrt-5. HPLC ^7A|:±!)|^»U mftffi&^te 10 
~100raraol/l h V X-WMBfflWit-tcte 10~100mmol/l Sffifc-WW" r !> 

**Sr^v^-c^tfi$-&5 0 WliWfytiotl^S. 0S*.ff* ConA # 

7-k©^^ ^tB^^LT 0. 02-0. 5mol/l a-D-^/l^i/ 0.02 

~0.5mol/l ^fvv a-D-vy;vK^^5. ^W^X 5/^17^ Xjfetfcte 

(2) $?7K14^ P v h ^7 7 >f -fc J; ZftM 

PJ-SeK©*7K^n-r h^77^-^5i^s ^tHBtPflOjiv^io 

ff* HiTrap 16/10 Phenyl (Pharmacia *±§SQ , TSK-gel Phenyl-5PW (T0S0H *± 

HPLC ^rAMfSI^tt, -m^M&tlX^Z HPLC ^7^t'& 
*U£V\&»;fc5kOT 1 fe < fc-l\, 09*.tf* LC-6A (Shimadzu $M) ttXtfhtfhtl 

5>o 
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hplc v LtcmM^^o-m^^o mmwfcte, io~ 

100ramol/l ^y^^Vylillfce 10~100mmol/l ]) Y V ^^il 

ffimt£b'Z%^Z>o PH 5~8 %&Om, ft* t< \t pH7 Wfch-fb* £1\ 
amrv^^^^ (aiT^ ^i^IBi-?)) 0.5~lmol/l 10~ 

ioommoi/i ^^y^-^y ^^BW^itit io~ioommoi/i y y&j- YVy&M. 

mmtez^MmMmvftftxy&zsmfctZo hplc ^fAja!)» 

aI*BfU 10~100mmol/l ? ^ V^-i/ P iyy^»«fc« 10~100mmol/l y 

f 

(1) fcttfc^wflE 

Mi&mmt ELISA Sfe&tmftgtfHfe [* * ^/p^ ^^^7 t° 

— (Cancer Immunol. Immunother. ) , 36, 373, 1993] X D $"J^T*£ £ o 
^^(4^*lfB«^*l-r6mitW^tt«> CDC^tt, ADCC?£t£#£MI?£U 
flWS- tAStftS [^VD* — JJ^/ni? — >TA7ir9t 0 - (Cancer 
Immunol. Immunother.), 36, 373, 1993] „ Ifct M»©S4tt, 

# s=. ? 4 *F;vm<D t b It Jfctfcft®V>»JBj«<03i ^ * * V ^tffit 6 - 
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(2) ffift<DWm<Dft$r%& 

/V • ;U*Sr^X h J> — (Anal. Biochera.), 171, 73, 1988, 

23-WM&nW0Mftfe (^£tHJ&-fe^~) ftWiifcf'M (1989)] tfhtftbti 

t°y^v (^r, pa miE-rs) icis^o^^ii _[^— 

'V J* - ^ $ * MJ (J. of Biochem. ) , 95, 197, 1984] SrfTofc^ ffrh 

m\z £ <o mm*T&m<D pa i?££iiiiu m^^^v^yy^-^ff 

(Anal. Biochem.), 171, 73, 1988] J:t/n y b ^11*^^^ 
$ {-#^11© MALDI-TOF-MS ft ^ <£> Jf 4##f £tTV \ 2 #C7G$f ^ 5/ ^fem 

3. tfcfle©ftjfl#ifc 

LCA GicNAc L-73- a i,6 |&#L;fcfc3iK:JBMW*t: : fr1"$o * 
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m^mmo gicnac 1^1,6^573-^^5^ ^rt^u^v^ 

* fc, WGA *3«fcl)< PHA-E 4 t^T>fy^ GlcNAc fc^ L»f Pi4£^1~ 5o 

^iT\ WGA £fc}3 ?W-E 4 *m^foi*<VWMfc&'9 . Fc 
i-5M=^5t^ #m7t*i®Mfcs<<<( ± ? T J 1/ ? GlcNAc ^-T5^> £fc 

LCA }C«J;5MT'#t>n5jl5c*Mli^ GlcNAc i^a-^^L-tl^VV 
mmm&Z^lr&tfiVf, WGA £fc& PHA-B 4 ^J;5f»^"e#fetb5^M7n*« 

^-r^^x^^^GicNac ^n^mm^^-tz^^ fj>ccmmm^\ 
^<D£?tmn%%i-z>%ifc^ ^> mn^mm, ^tatt^ 

adcc m&%% \sX\^&mmm*m^-tz> z. tizzy mzftmir 5 r ^ #-e$ 

ADCC gfe%^i-5^^ffiV^T'7^;^t7c:^^MM^LfclSflao 
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±«3 1(1) <D LCA Z%^TmM&foZ>ijifc<0 0 m.%im<0 GlcNAc — a 1, 6 

fe£i-57a~x%%i-zmmmm%%'tz>foftiz, iMLtdfofczyb adcc 

h &%1~Z>W@mfe*£ < Sr^"i"5^tt, CDC J£t£*3 it/ ADCC 

h-^SrWt-S*WK«5t^^v^(*:W:, 1fc%1rZlfo<Dlfcfo& <0 t> CDC ?Stt*5 
£tf ADCC .fiH436S<ft< ft§ 0 5 fc> CDC ADCC Wftfl $ HfcirE 
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7r^i^i^WJ> ^-^^h^^fo^v- 

-So 
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<£ 19 ^ft 5 tfS % 10Sfc90. 01mg/kg~20mg/kg X»h Z> 0 

« 
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lid ^hIL-5RaCDR#^fi#:£, 7n^^oti!^t§V^ 

Wifrs WL^MftO-U t , ^UttS^ hIL-5R a CDR feWfcWO hIL-5R a £ <Z>>^ 
-g^ftSf, ■fcfcMfe*Mk£ltXW\feLtcmXfoZ)o W&fe ML-5R a <D&& 

A&ftMwi^tfi hIL-5R a CDR STOft^^t^l'o 

K$h K*W#<7)— §15 t , #gf ItjOffi ML-5R a CDR ^£l#<£\ hIL-5R 3§9L^ 
T CTLL-2(h5R) fcjfrfZ ADCC T^-ft^ Lfc®-efo5 0 SMttl-rM 

—U, A^^il|fi(Dfei hIL-5R a CDR ^mKW^^M^^To 

m 4 Mi-is y*-x*%fo^fc%&&-fz> v ^ ^y\c^x^n^t^BM 

pfch W.MMft<D-Ubs ^mttl<D^i hIL-5R a CDR ^Mft#^felS$i Lfc PA 

im&*. zti^nmm hplc -c^iffur^fc^iiiEi^^Lfc^^T^^o _t 

g^^p^Pl^o^ilia, ^mM*®^— g|5, TEH-#$tfutf>fci WL-5R 

m^^ti^ti^i: r-Fucj ^7=1— *&#fc&v>$t$(i^ r+Fucj t± 



7 3 -X Lfc^W^^-fc 
fg 5 mfc, £Htt&<£#L hIL-5R a CDR feWfjifct, *4*t i T4 > S>? GlcNAc 

mznzmftfribmm^tc pa ^tt-m^ hplc x#%tLxmcn 

m*7Fl,tch<DXlbZ>o ±mfcftfm<D%i hIL-5RaCDR W^&KWs THH-i 
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^fflZZtlZn^T, m$><D f'*<{±# ft/V-tPf-J GlcNAc 

% 6 Wit, ftW.M<D%i hIL-5R a CDR ffigfofat^ ± ? <r J 1/ GlcNAc 

HPLC T*^UT#rt^illll^^Lfc^OT*fe2)o ±Bte£l*ilt& 
<Dfci hIL-5R a CDR ®WijiW, TIHto§< ^tti^tl^M^^lllil^^tLm^ 
•to ^#{cl^tBH#P H ^^^tt^-r o 0* T-Fucj » 

r7a~;*£^fc&V^fl$s r/^-fe^T^^^J ^/^ir^x^^^ GlcNAc 

. % 7 mte % #-<^w$n^®^ M<^w$^5®^bisi^L7t pa \m 
& h mz.tyLmmft(D— % t , ^mm^tK ml-sr a cdr ^s#l#:<d hiL-5R 

aiC^gtt^, ^L^g^^b^-t-CS'J^LfcElT'&^o flBttW: hIL-5Ra 

&<D-U, AftftmmOtfi hIL-5R a CDR femifrfcZZtl^ft^to 

H£\ ^fet>l-^lj^©-^^ N #$tft&<£>#L hIL-5RaCDR hlL- 
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BRUSh??* T ftUfett CTLL-2(h5R)fc^5 ADCC ^'|4^^bfcBlT*fe?) 0 IK 
%mft<0~M. Aft£Mm<Dtfi hIL-5R a CDR WetlfM'o 
tfltfh R*Pi^O— Iff £ x #l$ttr<0tfc hIL-5R a CDR ^fitfci^ £>MK bfc PA 

ft^tfCfc, ZMtl&fa HPLC -e#flf VxmcBBWi Lfc (DX*hZ a ± 
H^MBd-ojmH. ^^Hl^^M^^-^s T®i-^B&^ hIL-5R 
a CDR ^ttfrojSltHSr^^tbScJ-. f®4^tl^ft3iti^ «ttfc&ffiH# 
MSr^jl^tl^l-o 0* r-FucJ te7x-x%Wtct£^ffi@m, T.+FucJ fi 

0 11 EI(4> PHA-E 4 Vt^^m^t^n^Yify? 4 — \Z.te^X, 
m&tlZmft, %bTffcftmm<Vfc hIL-5R a CDR fHJffititt>g>MU*: PA ft 

tttf*&x **U&h/3S!fc HPLC UT#fc8«B&*Lfcfc<D^fc5. ±H 

hlL-5R a CDR ^WlAk THte»<*Hi**b*lH^©»«H«r^ 

t^f^^J tt>*>f "fe 9 T A GlcNAc &tfe& V±^mm^i~ 0 
H 12 Bfi3\ PHA-E 4 V^f-^SrffiV^^cr-r h^97^-tfe^t 18~30 # 

£i hIL-5R a CDR 5£flffiMto&>6>W84Lfc PA ft$|#!£> Ztrfflim HPLC T?^*f 
L*C#fcflSHI0 ^ bfc t> ©t' 6 o ±111 fc£*t&<0#t hIL-5R a CDR 
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gicnac Ltc.mm%?Fi-o 

* 

7 3-^^tt5titMt5l/^fy^V^ > ^ hIL-5R a CDR ^ttjft 

£-f N W097/10354 %%<D^mtM^ XftW: £ tltctfi hIL~5R a CDR 

7 y b 5; jin— v YB2/0 M^ALT^ hIL-5R a CDR ^Ktfci 

#:^^m-rs«^^#tfc 0 mmmzigm* i^m^tc^ mm%i&&<otfi 

hIL-5RaCDR^*t^^ W097/10354 fBic^fe^oTifti^bfco 
.-jfeHl, ±|BT*^$^fc^L hIL-5RaCDR ^fit^^tP^^f, l^^V;*/ 
(LA-LCA, 4.6x150mm, 7fr— ^ V 3 — # 1/— iy 3 \ZM^Vtc a 
HPLC i/^TJ^ h ttfl Shimadzu *±$J LC-6A £JEV^T, tffig 0. 5ml/£\ # 7 A 
^te^fiT^yi^^^il^LfCo ^7^^ 50mM h U 
(pH7.3) X**mfcU ^$tbfc^ChIL-5RaCDR#^#:^^A^^ 50mM hV 
^-Silf$ (pH7.3)- $ 0M i>>h 0.2M ©a-^f/Wy/^K kflo^^f 
XfttM) tiSy^r^y^yf (60 ^-^) {CT^ttiLfCo hIL-5Ra 

cdr ^«^^r^p^*®^ i m%m& t fc#m ufc (0 1 no 0 

(2) (ELISA&) 

-£1£t££> ELISA^J; !9iJ^U7to W097/10354 }C|BicO^ hIL-5Ra^*j3i 
W KM1257 <£r PBS T lO^g/ml <D^S^#^Lfc^(D 50 /z 1 £96 ^ ^/V(D 
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ELISA m<DZ?V-Y (Greiner ttM) <D&<?7 s.MZZtlZM&V^ 4°CX« 20 
ttMKJfcStffc, 1%BSA-PBS £ lOOjul/^^/^PXL, afflrciBfrW 

RfSS-Srtai^l-SJSttKSr^wy^Ufc. 1%BSA-PBS £^T> W097/10354 
l-|5iiORr^'t4 hIL-5Ra£ 1%BSA-PBS T* 0.5//g/ml ©fcftfcfcfcLfcSBRSr 
50jul/!>a;/Vt?iB^ 4°Ct? 20 l*MKJ6S*fc. Tween- 
PBS ?^Jt*aft**©^±»*V % »*»>!bfct H3! CDR 

/V£r Tween-PBS 1%BSA-PBS T* 3000 BK^Mhtc^^^y—^ 

SflJH'^fc b IgG (H&L) (American Qualex HJ© SrH^trL^^ 

thXs SOnl/V^sWMZ-, Mt? 1 H#MS^**)felo KJSfK Tween-PBS 
T?gfe?^ ABTS £ftt£ (2,2'-T^7-tf^ (3-xfMy)/fT/P 
/V^Vlfc) T^^O 0.55g % IL <D 0.1M ^^^IftgHlf* (pH4. 2) 
#U MltHli^ii^^Jc^^ ljul/ml T«PLfc^) * 50/il/^^/^P 
X-T^-fe^-fr, 415nm (0D415) £?ll^Lfc 0 

SfljfeOJB^ hIL-5RoCDR «M* 

o) in w tro mmm^fe®. wornm 

©IW05lSrfi s ofc o W097/10354 fcfB$<E> hIL-5Ra^Xtf /S^Sr^LTV^S-r 
T #B1&#: CTLL-2(h5R) £ RPMI1640-FBS(10) igiTe^U 1X10 6 M 
/0.5ml fcfcSfcteWSlU #cltffiftft"CfcS Na 2 51 Cr0 4 & 3. 7MBq i!*#gx.T 
1.5 RSMKfSS^ ttflS&JfcfcttMfcbfco RJfclfe, RPMI1640-FBS(10) 
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m**fc1kWLXl&M&mnz&$&MM£ittc 0 m>b$r$m, rpmii640- 

FBS(IO) t§±t&&5ml;tox., 2X 10 B mm/ml Lfc 0 

^r/th!) mmM&fiM) o.5mi zMx-t^frfcuntco cti^ 

Polymorphprep (Nycomed Pharma AS #M) MV^TOTt^tM^, m>bft 
mVX^.^M^MLtc 0 RPMI1640-FBS(10)t§±-tk-C3 HI^^ilUT^#^ 
tgffiM V 9 X 10 6 Ite/ml W^i^-e#M U ^ 7 * ^ ^ £ bTto 

96 ^^;VU«^^>- h (Falcon O^^/W^ m%\^tt-W&W& 

im<D 50/zl (1X10 4 «/^oi/V) £#&Lfc 0 ^V^T^^bfc^7^^^- 
jNM&&$££ 100/zl (9X10 s |ffiJ&/!>^/K i7x^- ^ir^^JillSO It « 
90: 1 ■*:£$) «3bfc 0 HK^ hIL-5R a CDR 3«#L#:&£*:#I2M 

0. 001 ~0. 1 jtt g/ml £fr5$ltd)n;t, 37°C^4H#P^J&£^fc 0 RjftiK 7°^- 

$t©g|f£;HTV\ ±^<Z) 51 Cr m%mfe-tZ> Z.bfc£V ^^fc 0 51 Cr Ait, 

7b„ ADCC S&teTsU^ J: 9 * tf> fc 0 

1£#±?i * O 51 Cr *— S ^?H6 51 Cr * 

ADCCfctt (%)= X100 

51 Cr 4-i 5I Cr * 

*®IS*«r# 3 H^bfc„ hIL-5R a CDR ^fi^ift 

J; 9 ADCC < * K3t®^©-»«:^lltStf©^: hIL-5R a CDR ^fitiaft £ 

<9 %i£V > ADCC ffittSr** Lfco 
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(4) m&ffi 

•gOiffbfc y y K • ^ ^ ' mvif^f^n (Method in Enzymology), 83, 
263, 1982], tK7^i*tfcf, ffiiTy*=^A*JWi:«*IWHlP 
N-T-fe^/Hh^fofCo mH^Mks PA fcliS&ttSKSr^ofc [S?* 
— -TtV - 7f7* • /V^S* hV — (J. of Biochem., 95, 197, 1984] 0 ^ft 
iittiHH (PA Surperdex Peptide HR 10/30 H 7 A 

(Pharmacia «tg) &J^T»J£t*l£i#lt Lfco HtM^M****^ 

PA fclfllf^ bfeo ftfc, CLC-ODS #7 A (Shimadzu %tjSl) 
SrfflV^T, PA fltfHW&<&iiMB HPLC ^Srfrofe 4 S)„ PA fl3H*8 

r±, 39 75 ^©*HK:*WUfc. if-^isaw^tf-JM-a** 

^73^©^fP 100% x SUfH^-fBtt? 3 -*^*^*^** 

^l»l&©tft: hIL-5R a CDR Wt'ft73-^0^« 
A&JBV^t. #*tfr©#i hIL-5R a CDR &U$t# £ 5 7 a-^OftVNjNI©^ 

mmrn 2 : ^t^r^^ gicnac < ^t^fto^® 

(1) ur^yfv^ b ? 7 7 4 & 

/Mt^f^^ GlcNAc ^tStililil^W^fV^V^, #C 

hIL-5R a CDR fMNmt^SrMI bfco 

£-f , W097/10354 flB«©^tefEoTft*£:kfcffi hIL-5R a CDR f*#L#3§ 
^ ^yh^xo — v YB2/0 JWI^iA tT^ ML-5R a CDR ^MS^ 
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hIL-5R a CDR ^fcifls:^ W097/10354 1BiS<0#ifefcfEo TflfS! Lfc 0 

±1B^**»£*ifcifi hIL-5R a CDR ^Wffit#Sr^tP»tt«rV^^^*9 

A (LA-WGA, 4.6x150mm, M^^^^^a^S) i-iHtbfdo HPLC 
^TA^Ufl Shimadzu ftjli LC-6A ^it 0. 5ml/^, 

ftiUf^^A^i^Mlfc, 50mM f !) ^-SM»S (pH7.3) T'?» 
U M^^fc^L hIL-5R a CDR M^&ftA^ 50mM h !) 
(pH7.3) * 0M frb 0. 2M ^ GlcNAc (MlE^ttfO ia5y^7^7^y 
h (60 ^T^ffi Lfc 0 fei hIL-5Ra=CDR 2~5 ^t^fcti £ 

ftfc®^ 8~12^^W$tlfc:®^^||LfCo 

(2) «HR^*f 

* 

fro ZOffi^ 3§<^aj£ftfc®#0^.hIL-5RaCDR SttfcWtex HfiK • 
IuO^l hIL-5R a CDR ^*tfci#: £ ittfc t T % J^Wr^W GlcNAc &3#ogf 



H%M 3 : 7 3 -X Stfrf-SfclHEtf^fc < , *4 T << W GlcNAc 

(1) ^f^Dvh^7-f-Ci5^©^I 
HWll 2 T*#fe;ft,fc, /W-fe^^-f ^ GlcNAc ^W%#<^tPtrC#:M 
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(2) «NK&*f 

-CfTofc 0 PA ftlWlt 18#39>k 45 #tf>f&fflid§fcti Lfc, 
Hj^-^^ ^mtrOtft hIL-5RaCDR IMiJfcftfcMStfcl/t, 7a-^©JfeV> 
WR©^** 29%^ 15%^'>U /^f-fe^7V ^ GlcNAc $j^lf#C^ 
5%3&> h 18%^i|*n Lit (|6®. 

(1) Bjcjctt^n-^ h^77^^- |nJ;*StfrO^W 

*-f , W097/10354 fB^C^&WfcoTfEii&ftfdft hIL-5R a CDR £flftA;#$ 
5^*-;^ 9j , h ^dia-^YB2/0*|8Jia^ALT^LhIL-5RaCDR^t«^: 

hIL-5R a CDR &mfiifc* W097/10354 ISiK^&c^o X ftft Lfc 0 

±1BTi*il £ ftfdft hIL-5R a CDR »#Lft£r£t?^«> $7.M£#7 
i,-e$>5 Phenyl-5PW CUty-ftM) KaUgbfco HPLC ZsX<rM* Shimadzu ft 
IUC-6A £fflV\ ft&tt lml/# % ^-MfiSteMXffofCo 1M fifE^Sr^tf 
20mM y^^by^^i^W^ (PH6.0) T'¥#(bU M^Hfc^L hIL-5Ra 
CDR «^ft£&A^ 20nM U ^WtT Y V t> mffifo (pH6.0) ^<D)) ~T ? 
y^^h (60 #53) fcXm&Lfc 0 ^hIL-5RaCDR»#Lft£> ^< (4-6 

frm) mm^ntm^tm< (20-25^) m^fitcm^t\^mLtc 0 
(2) mm#%f 

w.<mmztiitmft&£VM<Bmzfritmftmmm%^ n»n v 

(4)^(C^i-^-eftofc 0 PA^«Ci^ 33 ftfrb 70 #<D|&B^ttJ bfc 0 
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(1) V9^s9w h^7!7^-fc«k5&#:<D#® 

73— *fc^£*WK:flHW"3l'*^>'&fflVvt, irt hIL-5R a CDR $#tift 

*-f % W097/10354 ®i©*ft(Cfot^^« hIL-5R a CDR #*t#i;#3& 
> m-<^ * — ^ ? * ^ ^ o — 7 NSO !0J&^2»A ttt hIL-5R a CDR ^WiPf 

hIL-5R a CDR ^fit^ift & W097/10354 IBic^^fe^^o T bfc 0 

hIL-5R a CDR &iffifc$r&ttf&R& > l tf> (l) « £ HHH 

©#ife«rJBVvt, #C hIL-5R a CDR ^ffi^tr^^S^i^M^i t^ML 

(2) (ELISA&) 

(3) in vitro mHm&m& (ADCCfiftfe) 

"CaOfeUfco #«*B&tt£lifl&©#t hIL-5R a CDR ^*t^flci 9 ADCC i&44# 
if < , !R#li5>©— ffitt^Hir^ti: hIL-5R a CDR ^jtiftfls: «fc V) ADCC ?g 

tt£^Lfc (09BI)„ 
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(4) Wmfrtir 

ftttOtt hIL-5R«CDR «Ht»fln?tt, W^^-*S!*HI»* 7%, 

$mm §\*4 j zt s r4W gicnac < 

(1) vir^ytv^ h^77^- lc£5^#w#llr 

^t^f^f^ GlcNAc %r^1-^*^^^-t-^^^^ V ^ ffiV> ' C ^ ft 

hIL-5R«CDR««|li#S:«H*bfc. 

£-f N W097/10354 IBfWlfri&fcfto Xf^HS^fctt hIL-5R a CDR Vfflfflft 

^^5*P-^NS0 A LT hIL-5R a CDR gtfStaft 

ML-5R a CDR femfrfc* W097/10354 fB*W>#fefc$o T*M» Lfc„ 

fcfcl, JlteTSNW * ttfctft hIL-5R a CDR fcttffitf* 
A (LA-PHA-E 4 , 4.6X150ram, V- '>9 ^tfc») 

HPLC^xAfcU-C^ShimadzuMLC-6A^V>T, «6* 0. 6ml/£\ 
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m&tzMm.-?* ? j*^$m%mm tfc 0 somM b y *-mmmwi (phs. o) 

ffiitU M&tlfctfL hIL-5RaCDR «#C#:&&A^ 50mM hVX-WfflMB 
Wi (pH8. 0) 4> OM frb 0. 1M ^<£> K 2 B 4 0 7 74%M) K «t 5 JJ -7^7 
^ (60 #W) l£Tf§i±iLfc 0 irC hIL-5R a CDR feWfcW*. ¥< (5~8 #) 

»W$ttfcH^t3»< (18~30#) *ai*iifc®^^lKLfco 
(2) 

51 < ^ttj $ *Wh®#Oia hIL-5R a CDR Mtiftftti, • ftWMWtK ML-5R a 
" CDR »#Lft£J*tfcLT, s^Wf-J^? GlcNAc Sr^ottf^©^*^, 4% 
^b.21%Hlii^PLfc (&11B9). 

HJfe^J 7 : 7 3— ^Sr#T5*WH^ft< , *fc*^-f GlcNAc ggg^gHK 

(1) ^f^Pvh^77^Ha5»^B 

HWJ 6(l)T*#btLfc, /Vfe^^-f GlcNAc ^8f#l£#<^tH7C#: 

(2) *§HK&#: 

MftO— tofcJU ^ilttf^ hIL-5RaCDR ^fi^tit|feL"C, 73-7©4V> 
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m^O^m^ 27%frb 10%\Z.W>U fr~0'M J z9 s r4 V*' GlcNAc IfrfrlHI 
ft 4%/5>b 31%KUf #0 Ufc (H 12 W)o 

<5 0 
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5. Up^-^tiK ayWD^A, /J^^^f-y, V^Xv^V^f 
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8. /htlEfv^f^^fciW^^^ vt*f-y E 4 ^@^[b£ftfc:#7 



9. /h^BE^v^y^fcts^y^y^ v9^y E^mfefcZfofr*? 



10. l/VXv ^ v^^@^k£;ftfc#7A&JBV^r fc«:#»fc-r^ 



12. W7Ktt^n^hfflm^Sr^5^fc*«p*fc1"S, #7* 



13. BR*tt^n^bfflm#«r^5ifc«r1«»fci-*s 



14. j^TKtt^ ^ bfflfe^-x 7i^/v^s^ltv^6^ ti^o^ia 13 



15. ft^fSffl 1-14 ©vvF*u&» 1 *K:BiiO*«feSra^*>*T, 
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16. h IgG W*©1KH 1 — 15 ©Vvfjh/d* i ^^IBifeo^ 



17. t MgG 0-9-^7 ^iSlgGl-efc« N fH^Ottffl 16 IBife^fe 



18. fif*ot5B 1~17 cov^Tti^ l ^cWM<Djfmx*ffiM£titctfifa%1* 



19. gift # t h IgG *C fe 5 , M*^>fSffl 18 13ic© El 



20. t h IgG 0-^7^ IgGl "CfeSx ffijfc©*£B 19|3i4©|S| 



21. ^}c^-T^M^b|Sfpfe^^-t-?)tiK^fflv^6 c i 
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Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. [Zl Claims Nos.: ' 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box H Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

A method of purifying an antibody having desired properties with the use 
• of a substance having an affinity for a sugar chain binding to the antibody 
cannot be regarded as novel. Thus, it is recognized that the inventions as 
set forth in claims 1 to 20 are divided into five groups of inventions including: 
a group of inventions relating to a method of purifying an antibody by using 
concanavalin A (parts of claims 1 to 7 and 15 to 2 0) ; a group of inventions 
relating to a method of purifying an antibody by using wheat germ lectin (parts 
of claims 1 to 9 and 15 to 20) ; a group of inventions relating to a method 
of purifying an antibody by using lens bean lectin (parts of claims 1 to 7 
and 15 to 20, and claims 10 and 11) ; a group of inventions relating to a method 
of purifying an antibody by using kidney bean lectin E 4 (parts of claims 1 
to 9 and 15 to 20) / and a method of purifying an antibody by using a hydrophobic 
chromatographic carrier (parts of claims 1 to 7 and 15 to 20, and claims 12 
to 14) . 

Namely, the inventions as set forth in claims 1 to 20 are divided into 
the five groups as described above and these groups of inventions are not 
considered as relating to a group of inventions so linked as to form a single 
general inventive concept. 



1. 



As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 



2, [] As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3, [] As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. LJ No required additional search fees were timely paid by the applicant. Consequently, this international 
search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest The additional search fees were accompanied by the applicant's protest. 

No protest accompanied the payment of additional search fees. 
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